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CLAIMS 



1. A, DNA sequence encoding at least one isoform of a Gl protein, or fragments and 
analogSsthereof, said at least one Gl isoform, or fragments and analogs thereof capable of 
binding t\ or interacting directly or indirectly with MORT-1 and/or any of the 
MORT-1 -binding proteins, or other intracellular mediator/modulator proteins and being 
capable of mediating the intracellular effect mediated by the FAS-R or p55-TNF-R, or 
other cytotoxic mediators or inducers. 

2. A DNA sequence according to claim 1 selected from the group consisting of : 

(a) a cDNA sequence derived from the coding region of a native isoform of Gl 

protein; 

(b) DNA sec{uert5es dap^le^fttybQdization to a sequence of (a) under moderately 
stringent conditions and whiqh enctode a biologic^4y active isoform of Gl protein; and 

(c) DNA sequences which aKe degenerate as a^^esult of the genetic code to the 
DNA sequences defined in (a) >and (b)\nd which encode zoologically active isoform of 
Gl protein. 

3. A DNA sequence according t& claim 1 Ar claim comprising at least part of the 
sequence depicted in Fig. 1 and encoding at leas\one isoformybf the Gl protein, the Glee 
isoform. 

4. A DNA sequence according to claim 1 or^daim ^ g comprising at least part of the 
sequence depicted in Fig. 2 and encoding^afleast one isoform of the Gl protein, the G10 
isoform. 



5. A DNA sequence according to claim 3 encoding a Gl isofonpi having the amino acid 
sequence depicted in Fig. 1, fragments and analogs thereof 

6. A DNA sequence according to claim 4 encoding a Gl isofomyha^ng the amino acid 
sequence depicted in Fig. 2, fragments and analogs thereof. 
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7. A vector V>mprising a DNA sequence according tc ^ny o n e o f c l aim/ 1-6? — 

8. A vector according to claim 7 capable of being expressed in a eukaryotic host cell. 

9. A vector according to claim 7 capable of being expressed in a prokaryotic host cell. 



10. Transformed eukaryotic or prokaryotic host cells containing a vector according to 
/\a n y one o f^ 



srormea euit; 



11. An isoform of a Gl protein, fragments, or functional analogs or derivatives thereof 
encoded by a DNA sequence according to any ono^^^lm 1-0; said protein, fragments, 
analogs and derivatives thereof oeing capable of binding to or interacting directly or 
indirectly with MORT-1 and/o\^ny of the MORT-1 -binding proteins or other 
intracellular mec^ktfor)*^ mediating the intracellular effect mediated 

by the FAS-R pr p55-TNF-R, or other cVoto3tk^mediators or inducers. 



12. A Gl isoform, fragments, analogs and derivatives\thereof according to claim 11, 
wherein said protein, analogsv fragments and ^derivatives ha^/e at least part of the amino 
acid sequence depicted in Fig. 

13. A Gl isoform, fragments, analogs and derivatives thereof according to claim 11, 
wherein said protein, analogs, fragments and deriv^iv^s^ave at least part of the amino 
acid sequence depicted in Fig. 2. 

14. A method for producing th^tieast one isoform Vf the Gl protein, fragments, 

analogs or derivatives thereofaccording to any one of claims 11-13, comprising growing 

\ 

the transformed host cells according to claim 10 under Conditions suitable for the 
expression of said protein, analogs or derivatives, effecting post-translational 
modifications as necessary for obtaining of said protein, fragments, analogs or derivatives 
and isolating said expressed protein, fragments, analogs or derivatives. 
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15. Antibodies orWtive fragments or derivatives thereof, specific for the Gl protein, 
fragments, analogs o\ derivatives according t ^ny^on^FQaiml 11-13 " 

16. A method for theVnodulation of ceH ^death or inflamm atory processes, comprising 
treating said cells with Vme or more Gl proteins, analogs, fragments or derivatives 
according toy^ any on e o f^clauns 1 1 - 1 3; wherein said treating of said cells comprises 
introducing into said cells sara one or more proteins, analogs, fragments or derivatives in a 
form suitable for intracellular introduction thereof, or introdu cing into s aid cells a 
n ucleotide sequence encodiniA said one or more proteins, analogs, fragments, or 
derivatives in the form of a suitame vector carrying said sequence, said vector capable of 
effecting the insertion of said sequence into said cells in a way that said sequence is 
expressed in said cells. 



17. A method for the modulation of the FAS-R ligand or TNF effect on cells carrying a 
FAS-R or p55-R, comffnsing treatmg ,,, SaW^cplls with one o j more Gl proteins , analogs, 
fragments or derivatives accorettng tet any one or^k^ims 11 13, capable of binding directly 
or indirectly to MORT- l\nd/o\to any of the MORT-*Kbinding proteins, which MORT-1 
binds to the intracellular domain qf FAS-R, or capable of oinding directly to indirectly to 
MORT-1 which binds to TRADDWiich binds^to the intracellular domain of p55-R and 
thereby being capable of modulating/mediating the activity of said FAS-R or p55 TNF-R, 
wherein said treating of said cells comprises introducing into said cells said one or more 
proteins, analogs, fragments or derivatives in a foriri sjzftable for intracellular introduction 
thereof, or introducing into said cells a DNA ^^quence encoding said one or more 
proteins, analogs, fragments or derivatives ip^the form of a suitable vector carrying said 
sequence, said vector being capable o£^£fecting the insertion of said sequence into said 
cells in a way that said sequence is^xpressed in said cell^ 



:e^^expressed in said ceils\^ 



18. A method for the modulation of the FAS-R ligand or TNF effect on cells according to 
claim 17, wherein said treating of cells comprises introducing into said cells said Gl 
p roteinT^analogs, f ragm ents or derivat ives, a DNA sequence* encoding said Gl protein, 

\ 
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analogs, fragment or derivatives in the form of a suitable vector carrying said sequence, 
said vector being capable of effecting the insertion of said sequence into said cells in a way 
that said sequence is expressed in said cells. 

19. A method according to claim 17 -er 18 -wherein said treating of said cells is by 
transfection of said cells wifh a recombinant animal virus vector comprising the steps of : 

(a) constructing a recombinant animal virus vector carrying a sequence encoding a 
viral surface protein (ligand) tlrat is capable of binding to a specific cell surface receptor 
on the surface of a FAS-R- or ip55-R-carrying cell and a second sequence encoding a 
protein selected from the Gl proteVi, analogs, fragments and derivatives according to any 
one of claims 11-13, that when expressed in said cells is capable of modulating/mediating 
the activity of said FAS-R or p55-R; $nd 

(b) infecting said cells with said Vector of (a). 



20. A method for the 
treating said cells with 



said cell death or inflammatory pn , 

consisting of : (i) one or more Gl proteins, 

- icon \ 

inhibiti 





death or inflammatory processes, comprising 
one or more proteins/enzymes mediating 



tors being selected from the group 
ents or derivatives according to 



any nf rRimn n m , r apahlf> G f inhibiting said cell death or inflammatory processes; 
and (ii) inhibitors of one or more Gl proteins ofi any u f dauuu> 11 13 when said one or 
more Gl proteins augments/enhances \or mediates said /cell death or inflammatory 
processes. H 



21. A method for modulating the FAS-R HganjMfr TKF effect on cells carrying a FAS-R 
or a p55-R comprising treating said pelfs with <£n\ibodies or active fragments or 



derivatives thereof, according to claim 15, said treating being by application of a suitable 
composition containing said antibodies, active fragmentsyor derivatives thereof to said 
cells, wherein when the Gl protein or portions thereof oftsaid cells are exposed on the 
extracellular surface, said composition is formulated for extracellular application, and 
when said Gl proteins are intracellular said composition is^ formulated for intracellular 
application. 
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22. A method for modulating the FAS-R ligand or TNF effect on cells carrying a FAS-R 
or p55-R comprising treating said cells with an oligonucleotide sequence encoding an 
antisense sequence for at least part of the DNA sequence encoding a Gl protein according 
totally, one of ctan^'TQi, said oligonucleotide sequence being capable of blocking the 
expression of the Gl protein. 

23. A method according to claim 22 wherein said oligonucleotide sequence is introduced 
to said cells via a virus of claim \9 wherein said second sequence of said virus encodes 
said oligonucleotide sequence. 

24. A method for treating tumor cells or HIV-infected cells or other diseased cells, 
comprising: 

(a) constnicting^a^^bmbinarTl^uQial virus vector carrying a sequence encoding a 
viral surface protein fcapable\ of binding to a^pecific tumor cell surface receptor or 
HIV-infected cell surfate receptor or receptor carried by other diseased cells and a 

sequence encoding a protein selected from the Gl protein, analogs, fragments and 

£\<OJc rr^ i\\ \ \ 

derivatives o^any one imo III 13 -, that when expressed inysaid tumor, HIV-infected, 

or other diseased cell is capable of Killing said aell; and 

(b) infecting said tumor o\HIV-infect\d cells or oth</r diseased cells with said 
vector of (a). 



25. A method for modulating the FAS-R ligandVor TNF effect on cells comprising 
applying the ribozyme procedure in which a vector^encoding a ribozyme sequence capable 
of interacting with a cellular mRNA sequen^encoding^ Gl protein according t9^any-Ofte- 
of rlnimn 1 1^*3, is introduced into sa^d'cells in a ^ orxr i t ' iat P erm * ts expression of said 
ribozyme sequence in said cells, and/wherein when said ribozyme sequence is expressed in 
said cells it interacts with said cellular mRNA sequence an^ cleaves said mRNA sequence 
resulting in the inhibition of expression of said Gl protein in, said cells. 
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26. A method selected from the method according tOj s anjLj^fte-ef-dam wherein 
said Gl protein, anaJogs, fragments and derivatives of any thereof, are capable of binding 
directly or indirectl\ to MORT-1 and/or to any MORT-1 -binding protein, which 
MORT-1, in turn, bind^specifically to FAS-IC, or which are capable of binding directly or 
indirectly to MORT-1 artd/or any of the MORT-1 -binding proteins, which, MORT-1, in 
turn, binds to TRADD, wfych, in turn, binds to the p55-IC. 

27. A method for isolating antt identifying proteins, according tgy ny nnp nEnlmmi l -hr^r 
capable of binding directly oAindirectly to the MORT-1 protein, and/or any of the 
MORT-1 -binding proteins, comprising applying the yeast two-hybrid procedure in which 
a sequence encoding said MORT-A protein and/or MORT- 1 -binding protein is carried by 
one hybrid vector and sequence from a cDNA or genomic DNA library is carried by the 



second hybrid vecf^tfTtha vectorTTJTefeJ^eing used to transform yeast host cells and the 
positive transformed cells Being isolated^ follo^e^by extraction of the said second hybrid 
vector to obtain a sequence encoding a\protein wnte{i binds to said MORT-1 protein, 
and/or MORT-1 -binding proteins. 

28. A method according to any one of claim3\l6 2? whereinjsaid protein is at least one of 
the Gl isoforms, analogs, fragments and derivatives thereof.) 

29. A pharmaceutical composition for the modulation/of the FAS-R ligand- or TNF- or 
other protein- effect on cells comprising, as activejjngredient at least one isoform of a Gl 
protein according to^ny ono of claims 1 1-11/its biologically active fragments, analogs, 
derivatives or mixtures thereof 



30, A pharmaceutical composition for modulating the^FAS-R ligand- or TNF- or other 
protein- effect on cells comprising, as active ingredient, a\recombinant animal virus vector 
encoding a protein capable of binding a cell surface receptor and encoding at least ^ne 
isoform of a Gl protein or its biologically active fragments or analogs, according t ^any^ *^ 1 
jane-u f clainm 11 13 " . 
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31. A pharmaceutical composition for modulating the FAS-R ligand or TNF or other 
protein effect on cell\ comprising as active ingredient, an oligonucleotide sequence 

f\ encoding an anti-sense sequence of the Gl protein mRNA sequence according to ^iny one ' 

^\ ef claimo 



10 



32. A method for the modulation of the MORT-1 -induced effect or MORT-1 -binding 
protein-or other protein-induced effect on cells comprising treating said cells in 
accordance with a method of any ono of claims- 10-28; with Gl proteins, analogs, 
fragments or derivatives thereof or with sequences encoding Gl proteins, analogs or 
fragments thereof, said treatment ^resulting in the enhancement or inhibition of said 
MORT-1- or MORT-1 -binding protein- or other protein- mediated effect and thereby also 
of the FAS-R or p55-R or other cytotoxic mediator or inducer 
mediated effect. 



15 33. A method according to claim 32 wtyerein said Gl protein, analog, fragment or 
derivative thereof is that/fmrt of tne Gl protemwftteti^s specifically involved in binding to 
MORT-1 or MORT-1 -binding protein or othenprotein. 



ft 

20 



34. A method according to claim 32 
isoforms capable of enhancing the 



wherein said Gl protein is any one of the Gl 
)RT-1- oV MORT-1 -binding protein- or other 



protein- associated effect on cells and \hereby also of the FAS 
cytotoxic mediator or inducer associated effect on the cells. 



R or p55-R or other 



35. A method of modulating apoptopic processes orWogr^nmed cell death processes 
25 comprising treating said cells with one or more Gl pneneins, analogs, fragments or 
p^> derivatives according tet any one^~o} c^im?! - 1 - 1 3; capaJjfeW binding directly or indirectly 
to MORT-1, and/or any of the MORT- 1 -binding i>K>teins\ which MORT-1 binds to the 
intracellular domain of FAS-R, or capable of>binding directly or indirectly to MORT-1 
and/or any of the MORT-1 -binding proteifis, which MORT\l binds to TRADD which 
30 binds to the intracellular domain /of p55-R and thereby being capable of 
modulating/mediating the activity of said FAS-R or p55 TNF-R, wherein said treating of 
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said cells comprises introducing into said cells said one or more proteins, analogs, 
fragments or derivatives in a form suitable for intracellular introduction thereof, or 
introducing into said cells a DNA sequence encoding said one or more proteins, analogs, 
fragments or derivative^ in the form of a suitable vector carrying said sequence, said 
vector being capable of effecting the insertion of said sequence into said cells in a way that 
said sequence is expressed in said cells. 

36. A fragment according to cl^im 1 1 being a peptide. 

37. A method for screening of a figand capable of binding to a protein according to^-any- 
•ef re of cla i ms 1 comprising contacting an affinity chromatography matrix to which 
said protein is attached with a cell extract whereby the ligand is bound to said matrix, and 
eluting, isolating and anaWgsing-sajd ligaqd. 



38. A method for screening of <ftDNA seqmenc^G^ding for a ligand capable of binding to 
a protein according to^ any one -G^im S 1 lu 3 ' comprising applying the yeast two-hybrid 
procedure in which a sequence encoding said\protein is carried by one hybrid vector and 
sequences from a cDNA or genomi<M)NA libn^y are carried by^the second hybrid vector, 
transforming yeast host cells with saifl vectors, isolating the positively transformed cells, 
and extracting said second hybrid vectoV to obtain \ sequence encoding said ligand. 




39. A method for identifying and producing a ligand^capa^l6 of modulating the cellular 
activity modulated/mediated by MORT-1 or MORT-1 -b^ing proteins comprising : 

a) screening for a ligand capable o^mding to a polypeptide comprising at 
least a portion of MORT-1 or MORT-l-bindj^ig proteinsi selected from MACH proteins, 
Mch4 proteins and other MORT-1 -binding'proteins; \ 

b) identifying and characterizing a ligand, \other than MORT-1 or said 



MORT-1 -binding proteins or poij&ns of a receptor of the TNF/NGF receptor family, 
found by said screening step to be capable of said binding; and^ 

c) producing said ligand in substantially isolated^ and purified form. 
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40. A method for identifying and producing a iigand capable of modulating the cellular 
activity modulated or mediated by a protein according te^any-erre-o f - claima 1 1 ' 1 3 
comprising : 

a) screening Yor a ligand capable of binding to a polypeptide comprising at 
5 least a portion of the Gloc sequence depicted in Fig. 1 or at least a portion of the Gl(3 

sequence depicted in Fig. 2; 

b) identifying anti characterizing a ligand, other than MORT-1 or 
MORT-1 -binding proteins or portions of a receptor of the TNF/NGF receptor family, 
found by said screening step to be capable of said binding; and 

10 c) producing said liganckin substantially isolated and purified form. 

41. A method for identifying and producing a ligand capable of modulating the cellular 
activity modulated/mediated by Gl comprising : 

a) screening for^Ji^ancLgag^ble of binding to at least a portion of the Gla 
sequence depicted in Fig. 1 oV^the GlU3 sequeWettepicted in Fig. 2; 
15 b) identifying and characterising a H^aQd, other than MORT-1 or 

MORT-1 -binding proteins or portions\pf a receptor of the T^F/NGF receptor family, 
found by said screening step to be capabld of said finding; and 

c) producing said ligand in substantially isolated and purified form. 

42. A method for identifying and producing a molebule capable of ilirectly or indirectly 
20 modulating the cellular activity modulated/mediated b^Gl, comprj^ng : 

a) screening for a molecule capable yof modulating activities 
modulated/mediated by Gl 

b) identifying and characterizing saicMfioleaMe; and 

c) producing said molecule in sjkrostantially isolated and purified form. 

25 43. A method for identifying and produjzing a molecule capable of directly or ^directly 

modulating the cellular activity modulated/mediated by a protebi according to^aay 
IPr daiim 1 11 3\ comprising : 



-efte-er- 



30 



WO 98/39435 



PCT/IL98/00098 



115 



e capable of modulating activities 
ae -Qt cIaims- i-U4-3r~ 



a) screening for 
modulated/mediated by a protein ad 

b) identifying and chaVactqrizipg said molecule; and 

c) producing said molegiit^Tin substantially isolated and purified form. 





